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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of: FRANANO Confirmation No.: 2612 

Serial No.: 09/669.051 Art Unit: 1655 

Filed: September 24, 2000 Examiner. Srivastava, Kailash C 

For METHODS FOR TREATING Attorney Docket No.; 31110-0002 

AN ARTERY OR VEIN IN A 
HUMAN SUBJECT 

TMcnuiVTATTnNCTSCLOSTmK STATEM FNT IINDER37 C.F.R ^ 1.97(a)(4) 

Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Sir: 

In accordance with the duty of disclosure imposed by 37 C.F.R. §1.56 to inform the 
Patent and Trademark office of all references coming to the attention of applicants or their 
attorneys which are or may be related to patentability of tiie claimed invention. Applicant 
hereby directs the Examiner's attention to references BJ and BK, which are listed on the 
accompanying PTO Form 1449. Copies of references BJ and BK are submitted herewith. 
Applicant respectfully requests that the cited references be considered and made of record in 
the prosecution file of the instant application. 

Reference BJ and BK were referred to in a Written Opinion mailed on July 25, 2005 
in International Application No. PCT/US04/05192. A copy of the Written Opinion is 
submitted herewith. 



r!RI^ TTPirATP.nFFACS1MTLE Tgft^SMT.SSlONirNnRR37C.F.R. « i.8(a^ 

I hereby certify that this paper is being filed with the United States Patent and Trademark Office by facsimile 
transmission on January 19, 2006 to facsimile telephone number (571) 273-0923. 



Stephen S. Rabinowitz (Reg. No. 40.286) 
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No fee is believed to be payable for this Infonnation Disclosure Statement If any fee 
is due, the Commissioner is authorized to charge the required fee to Fried, Frank, Harris, 
Shriver & Jacobson LLP Deposit Account No. 06-0920. 

Respectfully submitted. 



Date: January 19, 2006 




40,286 



Stephen S. Kabinowitz (Reg. No.) 

FRIED, FRANK, HARRIS, 

SHRIVER & JACOBSON LLP 

One New York Plaza 

New York, New York 100O4 

(212) 859-8973 



$23040.2 
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ATTYlXXXETNa 

31110-0002 


APPLICATKJN NO 

09/669,051 


UST OF REFERENCES CITED BY APPUCANT 
(Use several shm& if necessary) 


APPLICAKt 

Franano 


FILING DATE 

September 24, 2000 


CROUP 

1655 





U,S. PATENT DOCUMENTS 



'EXAMINER 
INFTIAL 



OATB 



NAME 



CLASS 



SUBCLASS 



FILING DATE 
IP APPROPRIATE 



FOREIGN PATENT DOCUMENTS 



IZI 



DQfcUMBNT NUMBER 



DATTg 



COUNTRY 



CLASS 



SUBCLASS, 



TRANSLATION 
YES NO 



BJ 



BK 



Trubel W et a!., Eur. J. Vase. Endovasc. Surg. 10: 415-423 (1995) 



Dobrin PB & Mikvicka R, Cardiovasc. Surg. 2(4): 484-488 (1994) 



EXAMINES 






DATC CONSIDERED 


•EXAMINER: Initial if t^ft««« com'M whc&ef or nor citntion is in conformance with MPEP W9; Draw line Through citnlion if not in confonnancc and not 
considflfgd. Include copy of this form wiih next comnaunication to gpplicant. „ . ■ — ' " — " 



524016-1 
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c c 

PATENT COOPERATION TREATY 

From tho 

INTERNATIONAL SEARCHING AUTHORITY 



To: 

LAURAA-CORUZZI 
222 EAST 4lSTSTJlEErT 
"NEW YORK. NY 10017-5702 


WRTTTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORrTY 

(Kn'Rule436/j.l) 


^^^an/M«^) 2 5 JUL Z005. 


Apfrliciuil*s or agenx's file reference 


IfOR FURTHER ACrtON 

Soe paragraph 2 bdow 


IntcrnatioGal applioadoa No. 
PCT/US04/05192 


InlcniQliDfial filing dfli© (da^monih/y^ar) 
20 Fcbniary 2004 (20.02.2004) 


Priority date iday^non^tfyBar) 
20 Fchiuary 2003 C20.02.2003) 


LrtoniBtioaat Pstoot Clasai£ostioii QPC) or both nariofM! clufific&tion »a<i IPC 

1PCC7): A61K 38/48; C12N 9/50; A61K 35/16: A61M 25/10 end US CI j 424/^4.(54. 94.$7: 433/218^ 219; 514/12; 604/509 


Applicant 1 . 
PROTEON THERAPEUTICS. IIjC f)^^pOnee. k? (jnifen OpJfJfQA OaE/ /^/65/(?4^ 





1 . this opinian contoins bdioodoitfi relAtiag to ths following itemr: 

Basis of the opimoa 
Priority 

Noa-esiablififaiiionZ of opinion 'whh regard ii> itovclty, inventive itep and iDdustriol applicability 
Lack, of unity of invoptiaA 

Reasoned stfitoment under Rule 436Cr. 1(0)0 Wilh regird to novehy, inventive step or iadustrial 
applicability; citstioos end eicpbiutionS supporting suoh statement 

Coitain documcflU cited 

Cettlia defects iit the intcmotianal apptisatioo 

Ceitam observations on the intomotiocuil ttppliestion 

2. FURTBCER ACTION 

If a dcmaiul for intemsdonal pfetimitutfy ezKunJnaiion is madc^ tius opinion wilt be con.iidered to be a wntten opinion of Ac 
ImenffliianaJ tmliimiwiy Exammiag Authority CIPEAO a»cpt thai thU does not apply wbei* tbo applieul chooses an 
Aixfhonty othu tiLa^v this one 10 bo flie IFBA end the ohoscn IPEA has ootjjied the latematioAal Bu<«4U Qnder Rule 66.\bis(b) 
thtf wtittoa Opinions of this Intcmational ficaichiog Authotxty will noC be «o ooosidered. 

If this Opinion as provUcd above, ooiuidered tO he & writtto opinion of the IF£A, the appUcaiiX t$ invited to submit to the 
IPEA ft written reply together, where appic^iriat^ with ajnandmeflU, before dio eiqpiiBtion of 3 months from ths date of mAiling 
of form PCT/laA/220 or before the exjrijBXian of 22 moaths ftom the priority dato^ whicdiewr caq«r« later. 
For ibither optiooa, seo Fofm iCT/tSA^O. 

3. For fbftheo- details, sec notes to Form PCT/ISA/220. 



I2SJ 


BoicNal 


□ 


Bo3cNan 


□ 


BoxNo. in 


El 






Box:No.V 


□ 


BoxNo,VI 


□ 


BoxNo.vn 


□ 


BoicNo. vm 



Nome and maihng address of the ISA/ US 
Mul 5Uip per, ABTC BA/US 
CoiDziuuioner for P Jtcnu 
P.O. Bex J450 

Alcactndiu, Vfrjiuia 223 13-1450 
facsimile No. (703) 305-3230 



Ro*«uuie Kossoo ^ 

A. 

Telephone No. 57 1-272-1600 



Form PCT/ISA/237 (eoverahect) (Jaauaiy 2004) 
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WRTITEN OPINION OF TSB 
INTERNATIONAL SEARCHINC AUTHORXTY 


loteoiatioful spplioatianNo. | 
PGTyUS04A)5192 


Box No. I Basis of this apJjtiloQ 


I . With regard to tfee Ungiuge, fbba opmion has been esCablisliod en tke basis of the tntemtttionfil Application in tho laitguage in which ii 
was fiW. Unless otherwise indicstod imdcrthia hem. 


1 1 ThU opt/uoji iias boca cstabtishsd oathe basis of airAodatioA Ixtnn the ongiiuil laAgPd^ into tholbUowing langtta^ , 

which U liie (finguag& of b tr«AslAtioti fbmlshed for the purposa of iflxcniAtcond Jcajch (under Rules 123 imd 23. !(b» 


2. With regard lo any nudeotidft and/or amino add seqnenc« disclosed in tfao inlcmatioiud opplicotiod and neceasaxy lo the claimed 
invcntioiv this Opiiuon tw bO«V ejtablished on the baas o£ 


a. type of mffteriai 




n a. scqacnco Usdng 




n t&bla(s) relaxed to the sequence Csdng 




b, format of material 




n in wriUen format 




n in computet rft^dahla fotm 




c, timeof Glin^furnishing 




r~l contaji^ raintnmatiGiial applicalionfisiilcd. 




n £lod together wxih Iko intoitilfttionAl ttpplie«tiOrt1a coovpoter readable f ociil 


1 1 fuxni^hed subsequeotly to ihU Authority for the pOfposes of wealth. 


3. In fldditioxik, iatha cast IfaHit moft than oae veraion or ci^y of a Boqaoiice listing and/or table relating thereto has t»ea filed 
or Bmushed, the icqoired statdmcntd that the infotnuttoa in the scbsetpieiit or additionai OOfAOS is ideotifial to that in the 
appUcaticzi fts filed or does npt go beyoTvS the ^lioalion as filed, AS oppTopn^t^ 


4. Addfttoaal comincnts: 




Form PCT/UA/237CBokNo. I) (Jan&wy 2004) 
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WRITTEN OPINION OP THB 
INTEItMATIONAL S£ARCmNG A-tmiORTTY 



Intcmflbonoi flpplication Ko. 



Box No. IV Lack of unity of ijivcntton 



^ In response to the mvitatk)n(FonnPCT/ISA/206) to pay ^ 
rn paid addilicaud fees 
I I poid actdhional fees Uiudof ptotLix 
not paid addidonai feej 

2. This Autborily fonnd thtf Ihc requirement of Unity of invention ia eot oomptod with and ohos© nfid to invito the eppIiCMLt to 
pay odditLOnal foes. 

3 . This Authority ocosi^rs that the re^[i)ir«mt/vt of unity of inventlaA m aecordfiiioe vfi\h Rule 13. 1, 13 2 and 15 J is 
I I oompUod \vith 

1^ iwt complied with for the foIiowingrtMOftj; 

See tho lack of unity sootioa of the brtcnitftional Swch Rcpoi1(Paiin PCT/iaA/2 lO) 



4, Consequcmty, this opinion hfts been cvtabli&hed in fesp«a of tfaA rol1o\ving pails of tho iowmaxioAEa applioattoo: 
I I ailports. 

^ tho parts ttlfiHn^ to eloima Nos. 1 .3 .7. 15^26.33^50 and 65-6 B 



Fonn PCT/1&A/237 (BoR No. fV) CJflaUMy 20<M) 
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c 



WRITTEN OPIWON OF THE 
INTERNATIONAL SEAKCHING AUTHORTFY 



lotemHtidnol ApplicaticmHo. 



Box Na V Reasoned itatement under Rule 43 with rtgard to novelty, myentirc jtep or tndTutrial 
»ppllcHbillty; dtaaons aud e^Iaaatioin mpportlng «nch statement 



1. Statement 

Novdty(N) 



Claims 1.3.7.15-2633-50 and g5-<5S 



Claims NONE 



KO 



iDcventive step (IS) 
Industrial applioability (lA) 



Claims WoN£ 



Claims lA7,l5^2633-SQtrd6S^B 



_YES 



Claims 13.7.l5-26.33-SOand65>^B 



Claims MfiliS- 



_YES 
-KO 



2. Citations and explanatians: 

Clftims I ^.7, 1 5.26^3-50 Mid 65-«B lack aa inwitiv* step Vflder ICT Artiole 330) «= twinS ot^vioua ovor Dobria «t (Car diovaso 
Surs 2(4):484-48a, 19?^ bi vww of Wu rt aL GJS S,7 12^7); TniW cl al. (Eai J Vmq Eodovwc g 10(4) :4 1M23. 1995) mtd 
TsukomikCUS 6,49^,861). Dobcin istal. diadoso thrt iftitinglliftdogcadatioiiaf dfitftia 

100 mm Hg. vliile indncing Iho d^fifftdatton pf collagen pnxhxws VMid dilation of 1 ft-23Vl oX 100 mm Hfe (sw p. 4S5, rifi^ cohimn, p. 
4Jt7 l'*afli Ittstpwagj^hs, aadp.488, lR3*pa^Hgiap!i). Wu «aL disck»cd»tinorcasodamoQiitS of dasfeso arc rtlwsedfian^ 
Qoateophih by coaiactmg tfaam with ea agent saoh as LPS. TOF- «, or IL-8 (sec col. 12, lines 24-33). Ttns, to produce blood vessel 
dilsdon, xctwuld hftVO bcco obvioofi to om of ordinaiy afcill in die ait ftt the time ilul the bvemionv/as made to administer An agartthat 
morca»s dostAse felwse lA blood vesacls, wch as tPS, INF- a,arR^, becenw Wu c» aL tewh thot the^e agents b^rease the amoont 
of clastaso in Mood vosseb aad Dobiin ct tL tcodi that when clastia b blood vossds is depadcd, saoh as liy the action of elastnse. liw 
blood vessels dilate. 

Tx^bel et el, disclose that tvheatwo blood vesacls of diffeiCJll diflmeiora are jomod by imastomosia, or whsi a blood vcs«l and a 
vascular giaft of diflEcranX diameter are joined by Anostomocis (the pafts onntaiTiine Dacrcn ncth), distnl anastomotic idimal 
hyperplfiisift (pAlH) ocoora. The degiw: of t)AlH is piOportioMl to the degree of mismatch iotbo diametws of the blood veaBolB, or 
blood vessel and graft* joined (wjc pp. 419-421). DAIH occludes die joined blood vessels. It-would havte be^ cfcvious to one of 
orfinary skill in the art to administer afl agom that induces the release of cUstaso to s subject with a blood vessel oochision lesultinB 
&om *. vaanalar graft or vascular aaastDmosia at the site of the blockage, because Dobrin ct el- and Wu el aL leach that this agent 
pwidncca blood vessel diMco. TVaboI ct at tesoh thai, id mcolar anastomoses or Vascular with conduits of di£6ereijt diameters, 
irttirtiftl hyperplasia may result The aWHed artisan would have lecogaized diat hlodca^ ift xhc occhidcd birod vessels or conduits «nild 
be relieved by administering an ^^fita to this site that dilates the blood vessel^ thereby restoring at least partial blood circulalian. 

Tsokendk discloses a device for and method of ddivenng a drog intemally to a patient via a balloon caActer. The device can deliver 
the drog to locations in the vascoUtore, sKh oS blood vessels or the hearty or 10 the unnaiy tract (the lomen of the urethra (see COL 3, 
lines 12-29* and coL 4, Hues 28*29> The site tovitiohihc drag is delivered is controlled by positiomtig the balloon oothcrtoi. For 
oOittroUin^ dnig delivciy, cycling of the pressure used to inflate the balloon Is synchronized with cycling of tho prDsJOre that drives a 
syringe that infiues the drag ^ool. I. Un« 9-19, and coL 4, lines 58-65). Rwoold have beea ofaviotlS to one of ordinary SldU in the 
art to deliver t diug for dilating a blood vessel, auch as the eiastosp^ndtTting agent taoghl by Dobrin et aL and Wo ct aL, by using the 
balloon catheter of Tiuketaik, beoauso THukomik leachcs that this balkxm catheter is daEigaod for delivering caxdiovascular and urinary 
traet drugs to B Etfectse locatiaci in a potienL 

Regarding claim 6 neutrophik rri^ be ftuwd La condnha of thp body other than blood vo^ particularly m the 

«a»ef a subject suffering from a lospiiatory tract iirfectia^ In such a wsc^ it would have been obvious to one of ordinary dciU in the 
art to administer an a^ent that is an elsjstaso Inducer to diate the broncM so that the subject could breath moio easily' 

In view of the foregoing, ttie claims iail to salisiy the rcqairemcaut of an inventive step. 



Fonn PCTyiSA/237 (Box No. V) (Jamiary 20O4) 
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